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[St 2 ] 

> * - n * >-6 (IL-6) T>^=r-^ h*m$h$tfrt Lt^tt^, ^xo^K^iJ 

mtussL^m^mm^^mm^t^ & , i x& 2 KiBm^M^vxtete^ 
umm 5 ] . 

mmsk^^^^KW) ifiL^^-e* & > at$# 1 xt* 2 Kiamo^w /x&?s 

[ft 8 ] 

im&fl i o ] 

sifKiL-6S^# ksj-t & ift^am x. a*fL#-e & * , it** 6 ~ 9 <d ^-r ti& 1 m k ib 
umm 1 1 1 

MIB t h IL-6§##l£*j"r & * 7 * n - f - ;vffi#tfq>M-l#t#:-C& £ . ft 8 fciBtttf) 
1 2 ] 

frfB-7 * x IL-6£##fc**-*- & * ^ * n - f - ;i/^L#75«MR16-l^L#-e* S , 1**=* 9 KfB 
1 3 ] 

S(rlBIL-6§#^^^-r*^^IL-6^##:^^-t <& fc h MlktMtt tz It M. 

[W*^ 1 4 ] 
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mm* 

[0 0 0 11 

it , jfiLlrifcoir ft % ¥ MR V 1 /JL it mmn iz m -r 2> o 
[0 0 0 2] 

[0 0 0 3] 

itS^tbKt ^uff^tL^o fa&jk<omi&fciL-6<Dm&#W;Vtznr\t*&o ■ 
WLtf, Noris et al.K«fc&£> mi&1PimMK$>Zft&W}BkifcV>!&mizj3\,*Xi±, ft* 
Afcft^LTJfiLiftfOI L- 6»fiE3&*J«JnUTV»-6i fc*»«^$fLTV»& (Circulation. 
1999 Jul 6; 100(1): 55-60) o L*»U W:fcllt?l±* 

0-a^*.*RANTESWJflL»+*iE*flI< *orv>*ifc3&»fll#StLrv>*o Noris 
kti£*nbO-iM h ij4 >i>m i £W}M.$kB^\~i$tfZ>toMisk^ (vasculitic lesion) £ 

[0 0 0 4] 

[^ttl] Circulation. 1999 Jul 6; 100(1) : 55-60 

mwtm®: l j; -9 mm] 

[0 0 0 5] 

LfrLbiPb, u^6<DmwK x ^^mm^mm^imm^^x.it— m 

[0 0 0 6] 

*5MH#& tt«iSflf^SOj»*. IL-6**jflLtfife<D3»IS^H>5Rr^"C* •> > IL-6T > * ^ 

[0 0 0 7] 

llot, #S&9J«t. W >*-n>f *>-6 (IL-6) 7>^^^t»i:U^ 
>^-n^^r>-6 (IL-6) T^^^bM^tU^tl 

•c**o Wif«iIUfefc«>iiftf*t4o Mlfcf^if^tLt, til 

x.if, V ^vfCf^tfmitt^VTV h-T*X (SLE) ^#-9JfiL^ife^tf <b*i 

[0 0 0 8] 

TttrffiIL-67>*3*-* hit, WZmi^6Kft?&foteXitIL-6&®&izH^Z]fcfa'e& 
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[0 0 0 9] 

(1) Jdf ife^f^^/XliM ^Si^^ft©'/ ^ - n Jf ^-6 (IL-6) T > * 

(2) ^fn^ K^J^r^/X{i^WJ^Jt'^**1"*i&W^^I»^a ? /'3l«^ 
1&<OWk : &<DlZ*>(D't yfi-uj *>-6 (IL-6) 7>*=f-* K^ffiJflo 

(3) miBJfiLWife^gp14#l&'l4»M^^S> frlfl (1) X»4 (2) £fB*0'E£fl§o 

(4) mmtfa.mm s ±Mmtkmmmx~&2>, mis (D x« (2) tE*ottii. 

(5) MfiJfiLlfife^^#^#dJflLlfife-e*s, itaa (1) xii (2) Kia«o«ffl 

o 

[0 0 10] 

(6) lffBIL-67>* =f-* h^IL-6S##W1-^^#-e^)>2)^ "Fit IB (1) ~ (5) 
buIB (6) i^IB^'^'fsSfflo 

B ( 8 ) mmiL-6g®-mzM-t z&m s * > iL-6£##u*t-*-a * ^ * o - ^-^a#-e* 

-?> ittflfi (6) t^lB^^^ffiffio 

ME (6) nia«©«fflo 

[0011] 

(10) Buf5IL-6S^tC^S^#^amxSfeL#T^S, fltrfSj (6) ~ (9) OV> 

(11) IrfBk hII^6^##tC^S^y ^n-^;v^^«PM-li/L#^*S. ItfIB (8) 

°(12) Wti^VXTL-63t®fcKtt't& ; eS ^n-^^fit#*«MR16-lgt:fls-C**. ftTfB ( 
9) CE«o«fflo 

(13) tuIBIL-6S##tC^i-^^#:^IL-6^#^-rS^^ 9*fL#. hM#t#* 
fcttn hSMfrT**^ ittrfB (6) ~ (12) ov»i*tL*»l^KSa««fflo 

(14) HtrfBIL-6£##fc*H-£ t: hJB-fbfit^K hMsPII-lift#-c**, mflB (13) k 
IBmo^o 

[0 0 12] 

(15) ^ >*-n^>-6 (IL-6) 7^*=^-* h tfc*^t?J«*, JfiL« 

(16) ^>^-n>fdr>-6 (IL-6) T >^=f-^ ifc*#A/"erit*, 

(17) ffirgBiflLW^ttfflftt^fittttaR^**^ ana (15) x« (16) ^e«©^&o 

(18) ^riEJflLlf^^ttJR^^T?**. MB (15) 3U± (16) KgBttW^fto 

(19) ItflBMife^^^^^^M^tr^S. miB (15) Xit (16) fcBB*«>*ft 

[0 0 13] 

(20) mm^6T>?*-xhmi^6g:®-fcKn-r&$ifc-e&z>. tufa (15) ~ (19) 

(21) miBIL-6S##t'^-r^*n;#^IL-65:##^-f S^&^ * p--*->Mftfln?ab<&, 
ItrlB (20) tcfBStO^o 
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(22) TttriBIL-6gWK^i}-&ffi#^t h IL-6S##t*t-r* * ^ * n - 
a, (20) ClBlftO^tto 

(23) 1triBIL-6SS# fc*J"t & fott-W * * fc*H- & ■=£ / * n - 
HtrfB (20) UiBttO^o 

[0 0 14] 

(24) fr»ii^63£^^i-a^#5&**atfeiLa^;#-t?*4, itflfi (20) ~ (23) w-r 

(25) mm h IL-6S«#K*ti- 4 * >> * n - ^ ;V^#^M-ltn;#^ * & , HfTffi (22) 

23) niatto^o 

(27) fr!BII^6SS#K:Wi-S^#^II^6$#frtWi-**>9gt^ t MWt 
fclifc h fltrlB (20) ~ (26) (D^-f 1MMZ%&$t.<W%&o 

(28) T»IBIL-6£«#fc*fr"r*fc hM4t#l*M>*fc MffcPM-l»*J, fltTfB (27) 

[0 0 15] 

IL-6»±B3fflfl&*lI»H?-2 (BSF2) fc* VM±^f > 9 - "7 x n > 02 1 WfaZ fLiz^^ b 
* 4 IL-6l±. B'J ^^^mcD^^b^P-^-r^^bH^-t LT&jlSft ( 

Hirano, T. et ah, Nature (1986) 324, 73-76 ) > *<D&, i^«®MCff* 
JgLft-t Y % J yX~$)& ttfmhfr\~-&ofz (Akira, S. et al., Adv. in Im 
munology (1993) 54, 1-78) o IL-6t±> T V W^MJ&^JMtt*^ - £ 
StLTV^S (Lotz, M. et al., J. Exp. Med. (1988) 167, 1253-1258) 0 
[0 0 16] 

^i-^^fi^80kDCOU K«f-frttSe!ROIL-65&^»"C*S (Taga, T. etal.. J 
. Exp. Med. (1987) 166, 967-981, Yamasaki, K. et al., Science (1987) 241, 825-82 

8) 0 iL-6^##te. mmmz&mLrmmm±fc§kmir2>m%!i&M<Dm^ 3nz*<om& 

[0 0 17] 

fc^ — oli, WVfty K^'t4^'>^^M^t'#t)^^S^Jl30kD <7>m^SKgpl3 
0 -C**o IL-6tIL-6S##{±IL-6/IL-6S:#^m^#*ML., *V»-Cgpl30 fclfrft"* - 
S£fci::J:«K IL-605fei»^WStt5&*aBJSrt^i£3*$iT'* (Taga, T. et al., Cell (198 

9) 58, 573-581) o 

„ IL-MZM-T Zftfe IfflL-mm . IL-6gWK*j--r&#L# (#lIL-6^###l#) , gp 
130 (fctgpl30 &m , IL-63fcgg#. IL-6XtiIL-6£##l$^-/^ H*** 

[0 0 18] 

^IL-6^#iiL#^5BLT(±, v><oj&»<0#f£***a (Novick, D. et al., Hybridoma 
(1991) 10, 137-146 , Huang, Y. W. et al., Hybridoma (1993) 12, 621-630 „ 
Wmm&MttVO 95-09873 . 7^>^W^rmm^mm^rFR 2694767, *U#fr##US 5 
21628 ) o o^fc£^9*gMfcPM-l (Hirata, Y. et al., J. Immunol. (1989) 14 

3, 2900-2906) ^^jftt&^il^ (CDR; complementarity determining region ) *• h 
gtflt^fiti- £ i t X *) % b Ktz h IHtPM-lSMfrFfcl <b tLT v» 4 (g|g&ttm££rHi 
#«) 92-19759 ) 0 
[0 0 19] 

h IL-6g:^# \,zM-t%>*:J?v-i- frffifeX tt -7 * * IL-6$## W^^y^n-f^ 
Sl^-C * 4 o ±IB > IL-6^:## C *ft & * ^ * n - ;v#C#: tLT fiPM-lSu#^75 * 

toiE^F2 004-3098710 
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*o tlfSoWrtW*. »tu<tt, KHWifctttMtfltt*D, «*. 

if hS4fcPM-l}ft#-e&&o 

*■*»«■***. IL-67>^~*H4. Sf*L<f4IL-6, IL-eWfrR^gplSO ©^J 

■?) o 

[0 0 2 2] 

£0 4-9fc8Mfcfc LTli, MH166 (Matsuda, T. et al., Eur. J. ImmunoL (1988) 18. 
951-956) ^SK2 (Sato, K. et al., #21® B*ftft«f*^ ^#ie#i(1991) 2 

1 166) ^ fe ^^^^ ^ 

T« U ft *L**jMtt*»*«M«*ttfc * <> * * 

ffekKi:U-C«ffl$^4liHL-6»^ Eur. J. Biochem (1987) 168, 543-550 , J. Immun 
ol (1988) 140, 1534-1541 , **VM4Agr. Biol. Chem. (1990) 54, 2685-2688 KM* 

ft^^iS * it if ^ o 

COxlV^tLXi^ MR16-1#l# (Tamura, T. et al. Proc. Natl. Acad. Sci. U 
SA (1993) 90, 11924-11928). PM-l#u# (Hirata, Y. et al., J. I^unoL }«• 
2900-2906) . AUK12-20#L#, AUK64-7 * VM4AUK146-15 tt# (HRfttfBlK&H 

miE# 2004-3098710 
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##W0 92-19759)4 ^**^f?,tL4o Hfth<0^*>^ LV»«G#fc LTPM-l#t# 

j&*W<b*tft 0 

ffffftfff (ja*»o<tflWCl Til #3 ♦) fc, «2 ^J} 0 ^ ™^998k 
h*»naf^SPB*#feStLrv>* 0 Sfc, MR16-1 «b#i4M7'Jh- 
^Utttttt, Rat-mouse hybridoma MR16-1* X*a«R&*X*X*^aj*tf 
ftttfto < tf HnH Til #3 *) fc, TO ¥3 *130fc, PERM BP-5875fc try ^ 

[0 0 2 7] 
[0 0 2 8] 

JMfcttfctt, M^6^#&#£^$H-ft 7 Pl"tHdTJ:v^ St#IR 

ftejffttAM * .Uttffi % *t« K h IL-6**#»i, HWH W»m|B&W**EP 325474 JC, 
v * * IL-6^#ii B ^#fPttSM<ZrH#-i-#^ s F3-155795 KM* * ftfcn^SSflWK* 

[0 0 2 9] 

iL-6St#i a ft a > mmm± i:nauv^^t«ii5ttttv>uoj^ 

»ttl^6»#) (Yasukawa, K. et al.. J- Biochem. (1990) 108. 673-676 ^ -« 
SlU^fW^MOiW k ttftffl $ *H ft R <9 > v^*LOlL-6£##£«ffi 

hIL-6g##£^- K-t-ftcDNA**tf/9^5 FpIBIBSF2R (E.co 
li) it. «7n¥ (1989*) 1 J39 Sttll^^lMiMl- HB101- 
PIBIBSF2R tL-C, ^f£#-^FERM BP-2232*: LT^W H»*tt$*fC 
v^ft 0 

ffl^^^--e^jf|gSILfe«±^al^**tft to*«*fto £<£>#L#i±gpl30 t^-Tft - 
fcfcJ:»K IL-6/IL-6^##m^^gPl30 ^0»^«ra#L-CIL-60&W^fl9«tt«>«B 

E^ofejt^itw-rfto 

i^S^ftk^kUTti. AM64#C# (#M¥3-219894) . 4Bll3ft#£ J: IT2H4 (US 
5571513) B-S12 £MMs J: tfB-P8ja# (#M¥8-291199) 6*L&. 
#Lgpl30 *S fu-i-frffitt-m&.^'C?') K-^t±> «ttfc»i&»tt**«J8U W 

tUIE# 2004-3098710 
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TW^CUW^o -T£:b*» gpl30 «r*fitft« ttfffl It, i^Srdaflro 
ftS^iafc^oTftftL, #fe^**ftJNWft*a*o*BII!lil'6'ftCJ:o-C&flloMll 

[ 0 0 3 3] 

#»<D«OT^fcLT«B3*L*gpl30 l*> Rffl^ffiR&W^EP 411946 KB***. 
fcgpl30 Ife?/75>'»E?!l«rfflv»a£fcCJ:oTfte.*LS. „ toJ , ^ 

gpi3o ©atfe^Byii*^!©®*^^ ^-^^XLtai^i»Sr§s^?^ 

£ tf>«t&gpl30 t#fia§*iMHi L-Clv>Wf iv^o ifc> gPl30 ^MLtv> 

-&«^gpi3o ®e»fc^saKfcowi^«es*ifi^^«^ Ltffl^tuv>o 

[0 0 3 4] 

ttfctt, Hifl5ttW*PBS (Phosphate-Buffered Saline ) 

tlt^t> *Ut^ lffilLtt!»tw4-21H«tSfcIlIK#-r*W**0*Uv^o tfc, iSrPgt 
[0 0 3 6] 

> -2r*n05ffi^C?JfflJia^ 01*. tf, P3X63Ag8.653 (Kearney, J. F. et al. J. Immnol. (19 
79) 123, 1548-1550) > P3X63Ag8U. 1 (Current Topics in Microbiology and Immunolog 
y (1978) 81 1-7) , NS-1 (Kohler. G. and Mil stein, C. Eur. J. Immunol. (1976) 6, 
511-519 ) /mPC-11 (Margulies. D. H. et al., Cell (1976) 8, 405-415 ) . SP2/0 ( 
Shulman, M. et al., Nature (1978) 276, 269-270 ) , F0 (de St. Groth, S. F. et a 
1., J. Immunol. Methods (1980) 35, 1-21 ) , S194 (Trowbridge, I. S. J. Exp. Med. 
(1978) 148, 313-323) > R210 (Galfre, G. et al., Nature (1979) 277, 131-133 ) m 

[0 0 3 7] 

yb<7)U& (Kohler. G. and Mil stein, C. , Methods Enzymol. (1981) 73, 3-46) 
JffcifcCTfH ^ t^t'^o .... 

*T*Jfc3*L*. *'Jxfl/>/>Ja-* (PEG) > 

4**** (hvj ) mmmzti, mkmskj: si*^*******^*^***' 

[0 0 3 8] 

*i~iofiffc-r*o*»»i lv^o mzmmm&ii-m^zigmwLt «tbb* 

in -vi|BJ}&*<J3«»a[^ffa[4RPMI1640Je*«[. MEMig«$u -t^flfe, £0«0«B«l** 

ttiSE# 2004-30987 10 
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[0 0 3 9 ] 

STtaKlcMLfePBG ttflU «JSHP*1000~6000 «©™ *** 

30-60 % (w/v) «ST*it, a^tiitKiorilSfct*i**JB(2 

- ;77-V>&*V t ?-* s J>*$ttigmm T^StKtt^I^Wo ^HAT 

EMt-rz'^yv F—rvmom®. mM&m®,) imm-zn^ 

I^)U»#Suati5 (#^1-59878 #HH) o Sfe^ tbWsf^ 
l n h 7 '^yx-? ^«i»fcSt«Xtt«W«a«»fi*«^l- Wife©* 

ttfcttHjWOfc FfiiWttU^ (HfMWfflll&IHHHO 93/12227 . W0 92/ 
03918 . W0 94/02602 . W0 94/25585 , W0 96/34096 , W0 96/33735 #RB) • 

TBI #3 *) ¥^2 *7 *1O0^ FERM V^^l*'******^** 

£©flwc*e.pii-i«;#*»«i-**^^ *>w:/y k-v*^***, ^J^f> 10% 

*~>J&JBlfiL^ 5 %BM-Condimed HI (Boehringer Mannheim ft) ^*RPMI16402*> ^1 
K-vSFM (GIBC0-BRL ft) , PFHM-II (GIBC0-BRL ft) U 

&S*fcftft*fflifc#*Bv»*£fc#-CS* BorrebaeckC. A. K. and Larric 

k J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Kingdom by MA 
CMILLAN PUBLISHERS LTD, 1990#J1) o 

(Chirgwin, J. M. et al., Biochemistry (1979) 18 52 94-5299 ) ; AGPCg 
(Sczynski, P. et al., Anal. Biochem. (1987)162, 156-159) X O^RNA *fltt 

ffifE# 2004-3098710 
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L mRNA Purification Kit (Pharmaciaft) LTmRNA«ril« , t&o Sfc, QuickP 

repmRNA Purification Kit (Pharmacia ft) *ffiv»S £ J: ObRNA******"* - 

[0 0 4 6] 

V Reverse Transcriptase First-strand cDNA Synthesis Kit ^Zm^Xftr) t 

So cDNAO'frJS*J:0 , Ji«*fr^ CttS'-Ampli FINDER RACE Kit (Clontechft) *J 

JiOTCR £J3v>/c5'-RACE & (Frohman, M. A. et al., Proc. Natl. Acad. Sci. USA (1 

988) 85, 8998-9002 ; Belyavsky, A. et al., Nucleic Acids Res. (1989) 17, 2919-293 

2 ) OTt^ifc^^o #<b*L/cPCR j»^g6*Jt1-&DNA WffrtffiftU 

^ — DNA *«, itLJ:iJiBl!ftx^^^-«:^«U »ffS:fALT3 

Ki-SDNA *, *fC#C flitODNA «r^tr5&S^^ ^ -^»*&^"^> * 

o 

^itf^a^xM^L^ 0O*.tf, (Chimeric) gbfl^ t MHt (Humanized) 

, \L \ (human) *ltflc*«ffl-C**o £*Lfe©i*«tt#tt. 

a- K-T *DNA fcitftU £*L*f|:pi^*-Km*&^^K«ALg££^*-£ 
KiOftfetL* (ttffl«Wffi*&H«*P 125023 . ■■HH1 s ffl«*H*W 92-19759 

[0 0 4 9] 

Witt* jm-mfcVL m&ZVM m<W K"tSDNA %^tf/7^5 K 

tt, ^pPM-kSisJ^pPM-hlfc^StU Z.<D-7y*^ K*r*T* **l»nm. National C 
ollections of Industrial and Marine Bacteria Limited^ 1991^2 jUlBK. #^NC 
1MB 40366 5. O ? NCIMB40362 LX fV^X Y H*#K* *LTV»4. 

UIW(±, (reshaped) h Jfr* * *U h J^OPlflJ*^ Mx. 

* ^©L#offl»tt»t3fe«* (cdr) * n h mtvnnm&w&^fe^K & *> 

, *©-fttt*»^ft3U¥ft*»fe*t^* (fcWH#tHa*&ll»*HP 125023 > B 
»i^m®<ZrFJ#-tW0 92-19759 #RB) o 
[0 0 5 0] 

JU*«jfctt % -rVxmfoVCm J:tf»7V-A7-« (FR; framework regi 
<mT J^KiSftL/cDNA BB?!I^ jMMSK*-^-??' W«mt*J: 
9 l-f^ftLTtajclHO^-y =r** V**- K*fcPCR *fcK«fc 9-frJfc-r*o #<b^*:DNA *K h 
Jfc#:C *«*3- K-T&DNA tML, ^v^USt^* * t*L*«±fc 
iAtiiW-tf^^^^ (HfcfflWWWH^BSTO 239400 , B^tttHK 
&8B#W> 92-19759 #JS) o 

tBSE# 2004-3098710 
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(Sato, K.et al.. Cancer Res. (1993) 53, 851-856) 0 
(± Cr^ft, Cyl > C 7 2 , C 7 3 Xi* C 7 4 OTt^^ 5 ^ 

<b*L& (M#frffili<&M#^W0 92-19759 #RR) o 

(scFv) tU77-^^^Wfti:J:^T-^«J 

92/01047, WO 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, W0 95/01438, W0 9 
5/15388 ## i- 4 £ i: £ & • 

r >^;v^fi7'a ; t-^-/ xS/ ^^^" (human cytomegalovirus immediate early pr 
omoter/enhancer ) Sr^tf & £ t T^tr # £ o 

(HEFia) ^^Pi?L«ma*^^a^-^-/^ >/N> ^-* ffiv ' tL f J: ^ 

01 iU* SV40 yn*-^-A>^ft-**fflt4»^ Mulligan<b^fe (Mull 
igan, R.V et al., Nature (1979) 277, 108-114) . HEF1 a 

5,-9— Mizushima 5><^& (Mizushima, S. and Nagata, S. Nucleic A 

cidsRes. (1990) 18, 5322 ) Mfe*. tf**IC«lrt-* - k* 1 ^* *° 

L-Cli lacZ^n*-*-. araB^o^-^-^fSii^i^o lacZ^n-=E-^- 
**fflV**B\ Ward<b©*& (Ward, E. S. et al., Nature (1989) 341 544-546 ;Wa 
rd, E. S. et al. FASEB J. (1992) 6, 2422-2427 ) , aralT/M-* *** 
, Better feotftt (Better, M. et al. Science (1988) 240, 1041-1043 ) «£xtfJ:v» 

o 

1B?P* /HEW (Lei, S. P. et al J. Bacteriol. (1987) 169, 4379-4383) 

tUSE# 2004-3098710 
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(refold) L-Cttffl-T* W096/30394*#J80 0 

7— If (APH ) itft^> f?y*m-^ (TK) * ^ > V ^ 7 - > * * 

*'jmh?^7x?-8 (Ecogpt) Wff, Kn#BHfoG»* (dhfr) itfe^ 

SL36tf>fc*<0*&*Wu in vitro* J: Vin vivo 0*^*39***0 in vitrotf>gt£^ t t 

iitttLtlt (1) ttftSUMk 0lx.i*> CHO > COS > 5 in— BHK (baby hams 
ter kidney) , HeLa, Vero**, (2) K&aMfllBU 77 'J » 9 ^^JtiS 

, *SWi(3) S&fflJEL sf9 . sf2K Tn5 ft h^*n <b *LT V> & 0 WIH 

Ttt ^nf 7t • A (Nicotiana tabacum) Sl^oM^D £ *tT£ »K 

**:W*-*LtfJ:v* 0 MmmmtLXit, mm, t7*D5W (Saccteromyce 

s)Ji Wx.lft7*o5 , k^ • •tVtfv'i (Saccharomyces cerevisiae) > ^Willu WJX. 
jfT^^^^JR (Aspergillus)*^ T*'*^*'* • (Aspergillus ni 

ger ) fc^***n<b*vrv>4 0 

[0 0 6 0] j.™-* 

(E. coli). "btLTV>* 0 ^„ 

Srin vitro-C*»i"*tkKJ:»)ac»*«»fe*t*. **WU &»0*ftKttv^-j. tlx. 
tf if*?£tLT, DMEM. MEM , RPMI1640, IMDM^ffl-T* C t&X-Z, (FC 

j^^^^-^- » £ J; 1) „ in vivo llTift^Sr LT & «fc 

in vivo ©E^fcLTtt, ftWSrffiffli-**^*^***^^**^***^ 

Vicki Glaser, SPECTRUM Biotechnology Applications, 1993)o ttz, ftAt Lttt, » 

I 0 0 6 2 J 

ftfc»*«fiHF-**trDNA IfJtH^E^t, toEWOt^t*. . E* 

li*^>^hr/^yx-^W«lUl) J:v> (Ebert, K.M. et 
al.. Bio/Technology (1994) 12, 699-702 ) 0 
10 0 6 3 3 

J****, £©*>f t5^fMO^G#^#^ (Maeda, S. et al., Nature (1985) 

315, 592-594) o ^<3*lv»4»^ @ &0^#SCT£»§&mJl^ * 7 

„ tflRtfpMON 530WAU -O^* * - SrAgrobacterium tumefaciens OiH^T 
iJ7i;iAt-So i©/^f'J7^^3, #!)xJfNicotiana tabacum 

ffi|E# 2004-3098710 
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/<xa>mti WaotJM***** (Julian, K.-C. Ma et al., Eur. J. Immunol. (1994) 2 
4, 131-138) o 

I&olt Kin vitroXt±in vivo ©I^KTfi:#*i4tS^ mm®. (H II 

*B.*&/^-T? «£*JBJMEjfcS*T* J:v> (gR!BMfrfflS2rlW#-S-TO 94-11523 #J«Q o 

»*T?*oTJ:v». StfltOHrfi-fcLTtt, Fab , F(ab*)2 , FvXiiH «fcL 

Fvfcit^fc V --CtI^r^-*^ >Fv (scFv) rtWffcftSo 

StSftlB^IIIIJfe^lSa*** (^X.t^> Co, M.S. et al., J. Immunol. (1994) 152, 
2968-2976, Better, M. & Horwitz, A. H. Methods in Enzymology (1989) 178, 476-49 

6 , Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 476-496 , Lamo 
yi, E. , Methods in Enzymology (1989) 121, 652-663 „ Rousseaux, J. et al., Method 
s in Enzymology (1989) 121. 663-66. Bird, R. E. et al., TIBTECH (1991) 9, 132-13 

7 mm) o 

[0 0 6 6] 

scFvti, #c#wh w mmtL my ^h*.** -^scFv^j 

3*1* (Huston, J. S. et al.. Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 

12-19 JS»*e>ft«tt*0— K*«fflv^tL4o 
[0 0 6 7] 

scFv*^- K1-&DNA tt, HtJlB*/L#OH »Xti, H StV = - K-T4DNA , 

imxiu l«v ««*3-K-r*DHA ^stu ^^BB^^omMorsy 
flu l ifcatts^i^tafei-s^^^-wim^^^ii+i-tKj:*)*?) 

[0 0 6 8] 

%m<r>qm®t. tr, #yxfvy^';3-* (peg)^o£«#^ fc^L/cStte*^ 

[0 0 6 9] _ 

mz-lX. -fuTJyk *7A, 7-afr/G *?A**$fe»"f&*L*o ^r^A *7A 
Jcfflv^fifltfcLT, ^!ix.t^ Hyper D „ P0R0S „ Sepharose F.F.#*Wf btl&o 

£BfiE# 2004-3098710 
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h 4o-eii4v> 0 
[0 0 7 0] 

■7^-liHPLC (High performance liquid chromatography) tcilffl L#So t£*|HP 
LC (reverse phase HPLC) *fflv>T<> 

[0 0 7 1] _ . _ 

R^lSOSI^^iaW^Kitt. PBS(-)T-jfi^«^L*:?£, 280 rfttS^ 
WJfeU 1 mg/ml £1.35 0D tUW^o ELISA |C J: 4«^littT«> J: * K« 

Jt-r^i t^lJo 1-^t>*>. 0. lMfi&BMSflrifc (PH9.6 ) T 1// g/mlK^Lfc-Y 
MgG (TAG££) 100// 1 ^96^-7°^- b (NuncM) Kin*., 4 "Ctr Hjfc'f 

#X«#^^tf9->7°;v. **vM«fptLtH MgG (CAPPELSS0100// 1 **illU 
[0 0 7 2] 

5000f£« U7WJ7^77^ -if h IgG (BIO SOURCES) 1 

oo// i*jn*., ia:tiw^^>no MMfcin^ 

>©|fe. MICROPLATE READER Model 3550 (Bio-Rad «) *fflv>T405nm "COlRftK 
[0 0 7 3] 

#SPJ3Ti£J3$*L&IL-6&^#fi> IL-6£## b <D%i&m®. * # U JLoll^60&«9* 
^■rS3&*. IL-6C3&»#»ffittSr^L4^fci6, IL-6K J: h S/^/i'fcjifcaMJr"*- So 

*Uf „ fffKiith IL-6-C& £ o 

[0 0 7 4] k 
JMfclftKt:):, IL-6?>75 /miE^J*<Zr*n^^T-^x «J >^7n^ 7 A, fcfcxfc^ WHAT 
IF (Vriend et ah , J. Mol. Graphics (1990) 8, 52-56 ) *ffiv>T 

j;fcCJ:>), IL-63fc^#£=*- K"ta«^#»e»tLft 0 £ft*&gfcl£C-CjS*§fc* 

IL-6Bfc3HfcO^ft:0i LTi±, Brakenhoff et al., J. Biol. Chem. (1994) 269, 86-9 
3 , £tFSavino et al., EMB0 J. (1994) 13, 1357-1367 . WO 96-18648 „ W096-17869K 
P^^$tL-CV>^> 0 ^ 

*»iHT?^S*i.&IL-6W^ , 7"^ KX(iIL-6$#«^7^ Kli, £-*IL-6^## 

*>> IL-6SB^y^ KX^IL-6§:#^^^^ FiiIL-6SW3U±IL-6&;:^U £*l 
O&W ^6*J^tt £ L & v» £ * , IL-6 K X 2> i/ 7 i~ Mzcit SrifiBf "t * o 

IL-6^^W KXl±IL-6^«3^^ Htt, IL-6XJ±IL-6£##W7 5 / BftK^J 
lC^^-CIL-6 1 IL-6£## ©ft-fr K*4?* «Xli£»«> 

ffifiE# 2004-3098710 
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^fK^4. ^^^fKli, j!1^10~80, «F4 L<ti20~50, J:»>ff*L< 
n^6»^^f - KXf*IL-6£#«^-/?" Ktt, IL-6XfiIL-6^##OT ^ *E$f 

& o 

fr*U*?>X)l<*>m*, XFmoci£T-{±TFA ffl^SCl fc^iSo Boc fttfti, 

IL-eW^^b^^IL-e^W^^^K^AWJif^ #H¥2-188600, #§i¥7- 
324097. #H¥8-311098S.^a#i^^US 5210075 KftTfiZtlX^Zo 

*%WXW$ § *l&IL-67 > * h tf>IL-6~> ^^esSBMHStttt* iitfflv* & *l 
SMt:^MtS-t^^ 0 ^#»CI±, h#f&®4* (S6B45, KPM 

M2) H fW/*Jl/ MV ^MKUWCR > V^IL-6«1£«MH60.BSF2 £J« 

T>9*-X h*3lPic*ifclCJ: I). IL-6$#^^» «^ t ^ 125 I Hl&IL-6£$] 
* t<?)o ±|2T^-k^m^^^T, TL-6T b *3ftE3«Wfctn*.IL-6T 

tli|E#2 004-3098710 
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y 9 =f- X h OlL-6IS#^'l£ «r Mt Sit **T * * o 
[0 0 8 3] 

[0 0 8 4] 

tfSMS-s-ii*. -0fc^>£#£i kg*fc*)o.oi mg 

j&»&100 mg^fgH-eMtftt^o &&V>li, f?l mg^<b20 mg, &t b< {*2 mg* 

lb 8 mgO&^-i - k **T £ & o 
[0 0 8 5] 

l*/i (4 aw) fcl mg^^>20 mg, 04 L < ii2 mg^<b8 mg* 1 0*fcSfc0fcOT"C, 

2 0/a> n/a, i@/ 2 a. iH/4a*ifoft#^^^a-^jSiai4^ 

©ftlRfiftSt, ftTffl»&^©*ftt?, »^."t**ft&^-C**o a^^^A-A'tt. 

iifjflL^iftaHioifcmiii*^***^ 2 ia/a**^»i 1 0/>t#fc 1 0/ 
2a. 10/ 3 a. i0/4ao*dfc:«^wiw*stfL-cv>< *tf**Ei"*£fc ^"^"Wb 

[0 0 8 6] 

> (HSA ) , 7>-f-;K y;ueh-;v, y?Y-x, mm^MfjtLXWm-^fi^^- 
[0 0 8 7] 

1 . 



# (MRA) *««Lfc 0 i'/W/Mi, (MRI) . fctfa Vt?*.-* -Wf 

(CT) *^fcW«»tili<D3S*. CRlSttMfi (CRP) fcififc 

jgv-^-ogfc^. qol mm, mmm, «mo <D&mtL?z 0 ztz, 

y^-7*n>a (TNFa) „ «f>*-n^*>-lb (IL-lb) > RtftlMi F*3&i#5fi0?- (V 
EGF) OfHffi&frofco 
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[0 0 8 8] 



-yn> (PSD 60mg/BH*&o n*#y > *PSL20mg/HJa.T^«*^#1* 
o W10¥. ii^tc^L^f-^yv K-'/nv (mPSL) ^;l/^^^inx.'>^ n "7 * * V 
7 3 K150mg/B *&m-t% *>PSL 30Bg£lT^O««ttffl«lo * * V>lmg/B fciliJP 

WIJftWK'iaLffli-Sfcfct^. T^ff-^y; ^lOOmg/H. 5 37*/-)Hfc*7xf*2g/ 
[0 0 8 9] _ 

g<BJBJS* t jf.€>:frfco £«#TttlR (lt.SCA) ^Sfc**«Bie>e>ttfco CRP12.6 mg/dliSi 
v»3fc£*B*s 3lv>j*i*ttJMIK l^^t?5kg<0#m^% *IMI5felSf^«:&Cfcfe<)^ MR 

fc, «^^ni£^|5§H*MfcU »*tt^:)»lfe©^«»^t3to MRAf6«R+ ^JflLf TNFa 

m<ofc±i±, mkfem&2 szmMW&Ki3\,>x i>mnztir^tz 0 M^mm^tm^ m 

JUHfcJflfcJ: ^ JflL4 J II^6{±1720pg/ml^f>100pg/mmT^'B:TL^o 
[0 0 9 0] 
iM2 . 

42jfc#m 0 BB3W6l¥»Ctt»ttl6l!Ufe (MI) *3&*£U PSU TV*-*?') = * 

SCMy?o7^77 5 «9¥£*3. 7f f * 7"'; ^ 

n7^7r? h\ g-^n^'j >*Mfifc, ¥J£12*M *K y^7^77j V/ifrX 

JRO**tK:^:«|fiI^*ofco t Mfc#tII^6 Hr :/ * - m^200mg/M Ci^ £ 08 *&& 
m*<*t*>fcW* jfiL*IL-6W®TKl#v>ejflL3*»ct,iE#'fbL, -tomttA***^^* 

[0 0 9 1] 

#^ : 

[0 0 9 2] 

Yamasaki^TJft (Yamasaki, K. et al.. Science (1988) 241, 825-828) fct£v»»fc 
*LfcIL-6S»#*3- K-T 3 KpBSF2R.236*fflv>T, PCR ftCi D ^ 

ifr&IL-6$##*tf*j£L;fco 7*7*3 KpBSF2R.236*«IK*3RSph I trvKbLT. IL-6S 
##cDNA£#. -tL^mpl8 (Aaershamft) K^XLtZo IL-6gsg#cDNAfc* h v 7*3 V> 

r>7v7rA (AmershamSD £.£ *> . PCR ffiTIL-6$«#cDNAK3g|l**A Lfco 

ffiiE# 2004-3098710 
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mm-£ K>**7 5 ^345 Ott«t#A*tL, nmttIL-6§##£ =* ~ H 

-T&cDNAWbfrfco 

[0 0 9 3] . . 

!T^IL-6^#cDNA«-CH0 JHlfcTSfeiWSfc*^ 7°9^^ KpSV (Pharmadaic) 

79*5 KpSVL344 fc&fco dhfr^cDNA^^tf :/? X 5 KpECEdhfrfcHind III 
-Sal It?«J»fLfeT>r*ttIL-6S2SH*:cDNA«rffAL, CHO «Jft»a^9^5 FpECEdhfr344 

[0 0 9 4] , , _ 

10* g<D79*5 KpECEdhfr344 £dhfr-CHOilffl»DXB-ll (Urlaub, G. et al., Proc. 
Natl. Acad. Sci. USA (1980) 77, 4216-4220) ^^-)A7^7x^ M»& (Ch 
en C. et al., Mol. Cell. Biol. (1987) 7, 2745-2751 ) K X «9 , h?'^7x^l«L 
/-„ hr^7xn LfcCHQ Mm*ltM r^t^y. 10% MtffFCS , 100U/ml O-^-v 
ij^ii; 100^ g/ml h 1^7>v>f V*y K^aMEM 

-C3 SIW^Lfco 

«#$jlfcCH0 3«]S*IR*#3Rtt^^U--3/^U #--OCH0 Wft^ 0 -^**^ 
o COCH0 M^n->Sr20nM~200nM 0«<^ b hV*-fe- htrifipsL. M«r«M3- 
IL-6£##^&CH0 3M]fifll5B27*#fc« CHO |ffiJ»5E27 £ 5%FBS *^tr W * a -7SfcS£^ 
/l^3J«« (IMDM. Gibco ft) *#±J**ia4JlU ^^^SSS'SS 

-6£##Ojft|g£ELISA KT»£tfc. W±»^tt**ttII^6W#*# 

[0 0 9 6] 

10 « gOamSIL-6 (Hirano, T. et al.. Immunol. Lett. (1988) 17, 41 ) 5:7^ 
y Yft&TVa-'Vy Ytti> KBALB/c^* *fc«U JfiLttf ^^IL-6*fL#^tB^ § S 

3-/H500*fflv*T5in— rjffll&|»3Ulfcllfc*3*;fc- ;W7V K-^*HAT 
fflV^0i«b<O^i* (Selective Methods in Cellular Immunology, W.H.Freeman and. Co. , 
San Francisco, 351, 1980 ) KftotiRU JfcK ML-6WH**iyfe-r&'W 7U ^~ 

[0 0 9 7] 

fco£ 0 -T^^*>> aHfeft^U lf-*S«>963*:-*"f ?u-f\s- > (Dynatech Laboratorie 
s, Inc. $L, Alexandria, VA) £0. 1M?> carbonate-hydrogen carbonate**** (pH 9.6) 
+ t? 100 « 1 f*Ig (10^ 1/ml, Cooper Biomedical, Inc$£ Malvern, PA) 

\,z£*)A rt-^-n/:, *v>tn 7V-h£ 100^ l©l%7->M7^r/ ( 
BSA ) fc^trPBS \ZX IJ M"C2 NfWILfco 
[0 0 9 8] 

£*l£PBS T«tf*Lfc*U 100^ 1 <r>ts4?y K-^**±J**#J*^inx. x 4 "C^r 
-ft'O'ta^-fU. t'V- LT. 2000cpm/0.5ng/welli&&<J:?K I 

n Gamma 9000, Beckman Instruments, Fullerton, CA) T?*^Lfco 216 7V K 
^n-y07*>32<?VW 7V K-v^n->^IL-6^Ty-t^^J: ^ Mrtr&o^o - 

-f & miL-6tn:#MH166 12 IgGl K <D*y? 9 <i -f^^Hr 2> „ 
[0 0 9 9] 

ov , T . lL-6Wtt^"f F - -7 ^ n - >MH60. BSF2 £fflv*-CMH166 #u#l~£ 

*^>f K— ^OJi«[PB8-r*»fittfiHt*il^« MH60.BSF2 ffilftfrl X10 4 /200// 1 
/^Ui^CfltU itL^MH166 Stfr*^tf^>^«rinx.. 48J$W*&*U 0.5^ 
//Ci/ -K<D 3 H (New England Nuclear, Boston, MA ) in tttE 

ffi®E# 2004-3098710 
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h Science Co., Tokyo, Japan) ?Mlfc. n> fo-;^LT^^IL-6i#?rffl 

^4i°MH166 #L#t±IL-6KJ: I) tL*MH60.BSF2 3 H 

£38*fc#fl9£li&#Lfco -©-^ £ 19 s MH166 JftttttlLWMtt***!'*"* - t 

[0101] 

3 . ffifc HL-6$#tiefiHE<PW» u , ^ 

Hirata^7j& (Hirata, Y. et al. J. Immunol. (1989) 143, 2900-2906 ) 
$L*:M-6g#^#Mn8*CNBrfc«fc ^14ft$^^7 7n-^4B (Pharmacia Fine 
Chemicals^, Piscataway, NJ) ^WCtfc^ot^H, IL-6£## (Yama 
saki, K. et al., Science (1988) 241, 825-828) **«Lfco U^o-viW 
66Zl%*J*?Y-y (Wako Chemicals^) , lOmM h V ^9 S -*T 5 > (pH 7.8) #J:tf0. 
15M NaCl *HTtf lmM p-;<575/7xiW*'/^7*-*7^9>f K'W F^n 
U K (Wako ChemicalsiD TKrfcflsU * 7 7 n -TUB* - X ft 

BALB/ C °***3 X10 9 fl©U266«BI»*e»#fc±B»«"»*II-6S»fr-ciOH*SK:4 

vJ&*±tt*TSBO*ffitC'riI^6S:#fr^O«f^flltt*lH^^o 5 7l0 7 iB<&U266ffll]&«: 
35 S ( 2 .5mCi) -ClMfcU ±!&y^^>IWeprittf: 0 TOlfcL*: 

0266lBlfe*0.04«l**O*7rn-^4Blf-Xfc»^S*fcm8irt#fc»#U *«>^ 
v?^h->jtt«f«T?6 »L, 0.25ml«O^^b->^« (pH3.4 ) X «3 S 
^««IL-6£2&#*ilEffl£^ 0.025ml OlM Tris (pH 7.4) T?**DLfco 

10 1 0 3 J ,™ «m 

0 05mlO/N>f K— vJjf*±»* 0.01ml (^Protein G -fe7rn-^. (Phramacia 9c) 

k?I^L/Co «fc»LfcgL 4r7rn-^*JilB-CP»Ufc0.005ml tf> 35 S «IL-6^## 
jlifcHC-fV^-H^o ftftefc»»**SDS-PAGE^tf U IL-6g## t RJ6 
t ^A^7'J K-vJ&^WSrW^feo Rffi»te'W"7*y K-^n->PM-l 

(FERM BP-2998)£«L/c 0 J s 4 ~7 y ) K-^PM-l^e>jg&$*^3ft#f^ I S G1kW7 

> 5Jin— 7jfflfl&*U266*fflv^TW'<feo * b ffi«iaiIL-6**]M * «5 fl» L (Hirano, 
T et al., Immunol. Lett. (1988) 17, 41-45) , #*Y>-»>*~1*M (New Engl an 
d Nuclear, Boston, MA) K X *) 125 I WffcLfc (Taga, T. et al., J. Exp. Med. (198 
7) 166, 967-981 ) o 

4 I Xl 1 0 5 °^U266^Sa*l B#I«K 70% (v/v ) tfVW^D K-"vPM-l<D3g*±?ti3 «fc 
HOOOcpmO 125 immL-6t fcllcMLfc. 70/* 1 400/, 1 ^^f^? 

a-i;*'jxfl/^a-7"i: 300// 1 OFCS ±HliL, «<k<&flU «|ft±OlMtlStt 

A^f7') K— rPM-l3&**^"tSfiu^tt. IL-6 W IL-6^:^ izttir 
[0 10 6] 

Saito. T. et al., J. Immunol. (1991) 147, 168-173 KfEM^m * 9 > v-7*IL 
-6^## & * y * n - ;v*l# * MM L o 
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%m±i%frbfc^VXIL-6$:m$famSl2 UfBSaito, T. et al #J8Q frAffigel 107 
;w (Biorad») tH3feb^T7 -tM -* 9 A *fflv»TT9^TOttIL-6S«#*»» 

[0 10 7] 

# lb *l£ v ? * aXT#1±IL-6g#'f£50/* g^7n^^b vuikT 5> A/t> K £ M U "7 

&LtZo 45Blfc?y M»«IBft*»RU 2 X10 8 «*1 X10 7 |07^5xn-v 
IHlJ!feP3Ul 50% <S>PEG1500 (Boehringer Mannheim V^T ^fe Ci*) IffiJM^- £ 

HAT J&SbJCT-'NW K— t** 9 U ^L£ 0 

^i^l MgG (Capped) *a- h Lfc^V- M^W 7'J K— <?*&*-b» 
fevfciS <£ £5 T ^^'J7t^77 ^ ? ftfc^^IgG KJiSELISA tfefcJ:!J^9 

(om&tftim-ztiizKj-rv y-*?9u-^\±2 mwyA9>)-->9-*?f^> 

[0 10 91 

£ o>/\ 4 f y K— * #C#<^ * * IL-6<£>tit *fejt»c* ^ * *flflm&MH60. B 
SF2 (Matsuda, T. et al., J. Immunol. (1988) 18, 951-956) *JBv»fc 3 H 

VOtt&frTfl^fco 96^^^-/^- h^MH60.BSF2 »£l 910 4 ffl/200/* 1/*** 
fcfc£«fc -5 KP«Lfco :©^V- Mll0pg/ml <73v^^IL-6tMR16-l^X}±RS12^ 
&12.3~1000ng/ml Jnx.-C37lC, 5%C0 2 T?44B#WJ&*Lifc!fe, 1//Ci/ 7x;VW 3 Hf5 
5»*fln;tfco 4 ttfflffclc 3 H ^ 5 3> fcWSLfc- -e-O^mMR16-lt/L#{iMH60 
. BSF2 »tf> 3 H TO<^ & PMfll L-tz a 
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